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Abstract
Background  There are limited data on how historical nucleoside reverse transcriptase inhibitor (NRTI) resistance-
associated mutations (RAMs) other than M184V/I, affect the activity of B/F/TAF. We evaluated the outcomes of 
switching virologically suppressed (HIV-1 RNA < 50 copies/mL) individuals harbouring major RAMs from boosted 
protease inhibitor (bPI)-based therapy to B/F/TAF.

Methods  Participants had various historical genotypic patterns including M184V/I, ≤2 thymidine analogue 
mutations (TAMs), and other NRTI RAMs (NAMs), and no integrase resistance. Baseline RAMs were explored by 
retrospective sequencing of cellular HIV-1 DNA. Participants were randomised (1:1) to switching to B/F/TAF either 
immediately or after 24 weeks. The primary outcome was the proportion of participants maintaining virological 
suppression (pure virologic response) at week-24; secondary outcomes were proportion of participants with 
virological suppression at week-48, pre-specified safety measures, and treatment-emergent resistance.

Results  Historically, 21/72 (29.2%) participants had M184V/I, 5 (6.9%) M184V/I + 1 NAM, 31 (43.1%) 1 
TAM ± M184V/I ± 1 NAM, and 15 (20.8%) 2 TAMs ± M184V/I ± 1 NAM. At week-24, proportions maintaining virological 
suppression were 33/33 (100%) on B/F/TAF vs. 38/39 (97.4%) on bPI (difference 2.6%; 95% CI -2.4%, 7.5%). Drug-
related adverse events (AEs) were reported in 10/33 (30.3%) vs. 1/39 (2.6%), respectively. The immediate switch arm 
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Background
Regimens comprising a boosted protease inhibitor 
(bPI) plus 2 nucleos(t)ide reverse transcriptase inhibi-
tors (NRTIs) have been shown to retain efficacy in the 
presence of common forms of transmitted or acquired 
NRTI resistance [1, 2]. The data for integrase strand-
transfer inhibitors (INSTIs) are multifaceted. In the 
SWITCHMRK study, virologically suppressed indi-
viduals who switched from a bPI to the first-generation 
INSTI raltegravir in combination with ≥2 NRTIs showed 
an increased risk of virological failure, which a post-hoc 
analysis related to the presence of historical NRTI resis-
tance [3].

Switching from virologically suppressive bPI-based 
antiretroviral therapy (ART) to regimens based on bicte-
gravir [4] or dolutegravir [5] with 2 NRTIs has been 
shown to be safe and efficacious. Second-generation 
INSTIs have greater resilience against resistance relative 
to first-generation compounds. Clinical trial data show 
that dolutegravir with 2 NRTIs retains activity in treat-
ment-experienced individuals with NRTI resistance [6, 
7]. Nonetheless, data from a large observational cohort 
indicate that, in individuals receiving dolutegravir, the 
presence of NRTI resistance increases the risk of treat-
ment-emergent INSTI resistance [8].

Clinical data on the impact of NRTI resistance on 
the activity of bictegravir/emtricitabine/tenofovir alaf-
enamide (B/F/TAF) fixed dose combination are more 
limited. Two trials evaluated virologically suppressed 
individuals switching to B/F/TAF from regimens con-
sisting of either a bPI (atazanavir or darunavir) plus 
tenofovir disoproxil fumarate/emtricitabine (TDF/FTC) 
or abacavir/lamivudine (ABC/3TC) (study 1878) [4] or 
dolutegravir plus ABC/3TC (study 1844) [9]. Both trials 
demonstrated that switching to B/F/TAF was non-infe-
rior to continuing the baseline regimens over 48 weeks 
[4, 9]. Documented resistance to any of the study drugs 
or evidence of previous virological failure were exclusion 
criteria if identified prior to randomisation [10]. A retro-
spective analysis of historical genotypic resistance data 
and of genotypes obtained from cellular HIV-1 DNA of 
samples drawn at the trial baseline visit identified major 
NRTI resistance-associated mutations (RAMs) in 89/543 
(16.4%) participants in the B/F/TAF arm; these included 

mainly the 3TC/FTC mutations M184V and M184I, as 
well as some thymidine analogue mutations (TAMs) [10]. 
Overall, 86/89 (96.6%) maintained virological suppres-
sion at week 48. Based on these retrospective findings, we 
designed a trial to prospectively investigate the safety and 
efficacy of switching from a bPI-based regimen to B/F/
TAF in virologically suppressed individuals with a his-
torical record of pre-defined patterns of NRTI resistance 
receiving care in a high-income setting. Historical resis-
tance data were complemented with retrospective geno-
typing of cellular HIV-1 DNA using peripheral blood 
mononuclear cells (PBMC) collected at study entry.

Methods
Study design and participants
The PIBIK trial was an investigator-initiated phase IV, 
prospective, multicentre, open label, randomised two 
arm pilot study to assess the safety and efficacy of switch-
ing from a bPI-based regimen to B/F/TAF in virologi-
cally suppressed people with HIV who had pre-specified 
patterns of historical genotypic NRTI resistance. Par-
ticipants were recruited from seven centres in England, 
United Kingdom. Eligible participants were adults (18 
years and above) on a bPI-based ART regimen with doc-
umented plasma HIV-1 RNA < 50 copies/mL for at least 6 
months on the current regimen and confirmed at screen-
ing. Initially, the protocol specified that participants must 
not have received INSTIs, but this was later modified to 
include participants with previous INSTI exposure pro-
vided there was no documented virological failure on an 
INSTI-containing regimen and no documented INSTI 
resistance. Historical genotypic resistance data were 
retrieved from each participant; multiple test results 
were summarised into a cumulative genotype for each 
individual. Eligible participants had cumulative historical 
genotypes indicating the presence of NRTI RAMs com-
prising M184V/I and/or ≤ 2 TAMs (M41L, D67N, K70R, 
L210W, T215F/Y, K219Q/E/N), and/or other major NRTI 
RAMs (described as NAMs, e.g., L74I/V, K70E/G/Q), 
but excluding K65R/N/E, T69ins, and Q151M (with or 
without A62V, V75I, F77L, F116Y). Presence of NNRTI 
RAMs was allowed.

We included people of reproductive potential if 
they were not pregnant or lactating and were using 

had improved lipid parameters but increased HbA1c and weight. Virological suppression was maintained at week-48. 
There were six discontinuations; four on B/F/TAF were drug-related and the two on bPI were not drug-related.

Conclusions  Historical NRTI resistance did not compromise the effectiveness of B/F/TAF in virologically suppressed 
adults. 12% experienced treatment-limiting AEs after switching.
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appropriate contraception. The full inclusion and exclu-
sion criteria are described in the study protocol [11]. We 
obtained written informed consent from each participant 
before initiation of study procedures.

Randomisation and masking
The web-based Sealed Envelope™ system was used to 
allocate individuals randomly to either continue their 
bPI-based regimen (delayed switch arm) or immediate 
switch to B/F/TAF (immediate switch arm). The ran-
domisation list was provided by the study statistician and 
each study site was provided with a randomisation guide.

Participants were stratified based on the three factors 
resulting in 8 randomisation strata. The stratification fac-
tors were:

 	• The bPI used in the baseline regimen (Atazanavir or 
Darunavir).

 	• Number of NRTI RAMs (< 2 vs. ≥2).
 	• Use of lipid lowering therapy at study day 1 (yes/no).

Procedures
Participants either continued their bPI regimen (delayed 
switch arm) or switched to Biktarvy® (immediate switch 
arm) comprising bictegravir sodium equivalent to 50 mg 
of bictegravir, 200  mg of emtricitabine, and tenofovir 
alafenamide fumarate equivalent to 25  mg of tenofovir 
alafenamide (B/F/TAF). Participants in the immediate 
switch arm were followed for 48 weeks. In the delayed 
switch arm, after 24 weeks, participants switched to B/F/
TAF and were followed up for a further 24 weeks. The 
study included a screening period of up to 30 days. Study 
visits for all participants were planned at baseline and at 
weeks 4, 12, 24, 28, 36 and 48.

We assessed concomitant medications, adverse events 
(AEs), and symptom-directed physical examinations at 
all study visits. AEs were documented using MedDRA 
(version 21.0) and graded according to the Division of 
AIDS Grading Scale (version 1.0). Blood tests for haema-
tology, clinical chemistry and plasma HIV-1 RNA load 
were done at all study visits. Fasting lipids, HbA1c and 
glucose were done at baseline and at weeks 24 and 48. 
Weight, body mass index (BMI) and waist circumference 
were measured at all routine study visits.

Virological failure was defined as a rebound in plasma 
HIV-1 RNA ≥ 50 copies/mL confirmed at the follow-
ing scheduled or unscheduled visit, 2 to 3 weeks after 
the date of the first measured rebound. In cases of con-
firmed virological failure, eligibility for resistance testing 
of plasma HIV-1 RNA was a confirmed viral load ≥ 200 
copies/mL. The protocol indicated that unless emer-
gent resistance was detected, participants with viral load 
rebound could remain in the study. Participants could 

discontinue at the investigator’s discretion or per local 
treatment guidelines.

Blood samples were taken at baseline for sequencing 
of cell-associated HIV-1 DNA in isolated PBMC. Test-
ing was conducted retrospectively at the end of the study. 
The pol gene regions encoding the first 99 amino acids 
of protease, the first 260 amino acids of reverse tran-
scriptase and the first 288 amino acids of integrase were 
amplified in the diagnostic laboratory of St. Mary’s Hos-
pital in London, using next-generation sequencing (NGS) 
on the Illumina MiSeq platform. According to the local 
protocol, results were reported applying a conservative 
frequency threshold of 15%. Levels of predicted resis-
tance to TAF and FTC were determined using the Stan-
ford Database algorithm (https://hivdb.stanford.edu/). 
The resistance levels were summarised as follows: None 
(Stanford susceptible), Low (potential low-level resis-
tance or low-level resistance), Intermediate (intermedi-
ate-level resistance) and High (high-level resistance). In 
the description of levels of resistance, we considered the 
cumulative historical genotype plus any additional NRTI 
RAM found in HIV-1 DNA at baseline.

Outcomes
The primary endpoint was the proportion of participants 
with HIV-1 RNA < 50 copies/mL at week-24 using pure 
virological response (PVR24).

PVR24 was defined as follows [12]:

 	• On study treatment.
 	• Absence of confirmed virological rebound, defined 

as:

 	– HIV-1 RNA ≥ 50 copies/mL in 2 consecutive 
measurements.

 	– Single HIV-1 RNA ≥ 50 copies/mL followed by 
premature discontinuation.

 	• Individuals who discontinued prior to week-24 for 
reasons other than virological rebound and with last 
HIV-1 RNA measurement < 50 copies/mL (i.e., with 
no HIV-1 RNA data in window) were considered as 
meeting PVR24.

The following secondary outcome measures were 
planned:

 	• Change from baseline in serum lipid concentrations, 
HbA1c, body mass index (BMI), weight, estimated 
glomerular filtration rate (eGFR), and waist 
circumference at week 24.

 	• Proportion of patients with HIV-1 RNA < 50 copies/
mL at week-48 (PVR48).

 	• Safety and tolerability of B/F/TAF over 48 weeks.

https://hivdb.stanford.edu/
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 	• Proportion of patients with HIV-1 RNA < 50 copies/
mL at weeks 24 and 48 using PVR in those with any 
archived resistance detected in cellular HIV-1 DNA.

 	• Emergence of new RAMs in plasma of participants 
with two consecutive HIV-1 RNA values ≥ 200 
copies/mL measured 2–3 weeks apart.

Sample size
We aimed to recruit 100 participants (50 per arm) into 
the trial. If there was truly no difference between bPI and 
B/F/TAF, assuming 90% virological suppression in both 
arms and 80% power, 98 participants were required to 
ensure that the upper limit of a two-sided 95% confidence 
interval (CI) excluded a difference in favour of bPI of 
more than 17% (the limit of non-inferiority) [13].

Statistical analysis
The flow of patients through the trial is shown on a flow 
diagram according to the CONSORT 2010 Statement 
extension for non-inferiority trials [14]. All randomised 
patients who received at least one dose of the study 
medication were included in both the efficacy and safety 
analysis. Summary statistics were presented by trial arm 
using median and interquartile range for continuous 
variables with skewed distributions or mean and stan-
dard deviation for normally distributed variables. Cate-
gorical variables were summarised using frequencies and 

percentages. The difference between arms in the propor-
tion with PVR was estimated together with the 95% con-
fidence interval (CI). Missing data were quantified but 
not imputed. All data were analysed using Stata version 
18 (StataCorp. 2023. Stata Statistical Software: Release 
18. College Station, TX: StataCorp LLC.)

Results
A total of 139 individuals were assessed for eligibility 
between 16 Sept 2019 and 28 February 2022. Of these, 33 
were randomised to immediate switch and 39 to delayed 
switch (Fig. 1). All received at least one dose of the study 
drug and were included in the efficacy and safety analy-
ses. The last study visit was on 3 March 2023. Six partic-
ipants discontinued the study by week 48: four on B/F/
TAF due to drug-related adverse events, and two on bPI; 
one due to a non-related adverse event and the other due 
to protocol deviation (participant wished to switch to 
B/F/TAF). All participants had HIV-1RNA < 50 copies/
mL at the time of discontinuation.

Demographic and baseline clinical characteristics were 
well balanced between the treatment groups (Table  1). 
The study population comprised largely men (64, 88.9%) 
of White ethnicity (53, 73.6%) with a mean age of 55 
years. The median CD4 + T-cell count at baseline was 
higher in the delayed-switch arm than the immediate-
switch arm (632 cells/mm3 vs. 560 cells/mm3).

Fig. 1  Trial profile
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Historical and baseline resistance
The resistance patterns reported in historical plasma 
HIV-1 RNA genotypes and those obtained at baseline 
with cellular HIV-1 DNA are summarised in Table 2.

When comparing historical and baseline HIV-1 DNA 
resistance results in 68 participants with baseline resis-
tance data, most (35/68, 51.5%) lacked detectable NRTI 
RAMs in HIV-1 DNA (Table  2). When RAMs were 
detected in HIV-1 DNA, 13/68 (19.1%) participants had 
fully concordant patterns; 10/68 (14.7%) showed major 
NRTI RAMs in baseline samples that had not been 
reported historically, including three samples with the 

tenofovir RAMs K65R and K70Q; and 10/68 (14.7%) 
showed fewer baseline RAMs.

Efficacy
Based on the definition of PVR24 specified above, all 72 
participants that had taken at least one dose of the study 
drug were included in estimating efficacy. At week-24 
(PVR24, primary endpoint), 33/33 (100%) in the imme-
diate switch arm vs. 38/39 (97.4%) in the delayed switch 
arm maintained virological suppression (HIV-1 RNA < 50 
copies/mL) [difference in proportions B/F/TAF vs. bPI; 
2.6%, (95% CI: -2.4%, 7.5%)]. Week-48 efficacy remained 
unchanged in terms of proportions with virological sup-
pression in both arms (secondary endpoint).

One participant, who was in the delayed switch arm (ID 
21 in Table  2), showed confirmed virological rebound, 
with HIV-1 RNA levels of 68 copies/mL in the 24 weeks 
window and 89 copies/mL 3 weeks later. Based on the 
protocol, the individual remained in the study, switch-
ing to B/F/TAF at week 24. At week 48, HIV-1 RNA 
levels were 77 copies/mL. Testing for emergent resis-
tance was not performed because the viral load never 
increased ≥ 200 copies/mL. All six participants who dis-
continued early had a last HIV-1 RNA measurement < 50 
copies/mL. When excluding these early discontinuations, 
overall 65/72 (90.3%) completed 48 weeks with HIV-1 
RNA < 50 copies/mL.

Safety and tolerability
During the first 24 weeks from baseline, AEs were 
reported in 25 (75.8%) participants in the immedi-
ate switch arm and 24 (61.5%) in the delayed switch 
arm (Table  3). AEs were considered drug-related in 
10/33 (30.3%) and 1/39 (2.6%) participants, respectively. 
Amongst participants in the delayed switch arm, the pro-
portion reporting AEs after switching to B/F/TAF was 
14/39 (35.9%) and therefore similar to that observed in 
the first 24 weeks of the immediate switch arm. Six indi-
viduals discontinued study drug: one was due to a proto-
col deviation in the delayed switch arm and the remaining 
five were due to adverse events. Of these five, one dis-
continued at 24 weeks in the delayed switch arm due to 
a serious adverse event (anal squamous cell carcinoma) 
and four discontinued on B/F/TAF due to drug related 
adverse events; two were attributed to weight gain, one 
to worsening of depression, and one to hypersensitivity.

Most AEs (Table 3) occurred during the first 24 weeks 
after switching to B/F/TAF both in the immediate switch 
arm (study period baseline to week-24) and in the delayed 
switch arm (study period week-24 to week-48), with the 
most frequent being headaches, weight gain and central 
nervous system-related AEs. Figure  2a summarises the 
percentage change in lipid parameters from baseline to 
week-24 in both arms showing an improvement in fasting 

Table 1  Baseline demographic and clinical characteristics by 
arm

Immediate 
switch arm
N = 33

Delayed 
switch 
arm
N = 39

Age, mean years (SD) 53 (8) 56 (7)
Self-reported male sex, n (%) 29 (88.0) 35 (90.0)
White race, n (%) 23 (69.7) 30 (76.9)
CD4 T count, median cells/mm3 (IQR)a 560 

(457–800)a
632 
(453–854)

ART duration, median years (IQR) 30; 17.1 
(8.7–21.3)b

39; 17.6 
(10.9–23.8)

bPI at randomisa-
tion, n (%)

Darunavir 28 (84.8) 30 (76.9)

Atazanavir 5 (15.2) 9 (23.1)
NRTI backbone, 
n (%)

TDF-based 17 (51.5) 20 (51.3)

TAF-based 6 (18.2) 7 (17.9)
Non TDF/TAF-based 4 (12.1) 8 (20.5)
3TC or FTC 22 (66.7) 31 (79.5)

On lipid lowering drugs, n (%) 11 (33.3) 14 (35.9)
NRTI RAMs in historical genotypec, n (%)
   M184V/I alone 12 (36.4) 9 (23.1)
   1 TAM 6 (18.2) 10 (25.6)
   1 TAM + M184V/I 4 (12.1) 7 (18.0)
   2 TAMs 1 (3.0) 3 (7.7)
   2 TAMs + M184V/I 2 (6.1) 5 (12.8)
   1 NAM + M184V/I 3 (9.1) 2 (5.1)
   1 TAM + M184V/I + 1 NAM 1 (3.0) 2 (5.1)
   2 TAMs + M184V/I + 1 NAM 3 (9.1) 1 (2.6)
   1 TAM + 1 NAM 1 (3.0) 0 (0.0)
NRTI RAMs in baseline genotyped

   Any 13 (39.4) 20 (51.3)
   None 19 (57.6) 16 (41.0)
   Not available 1 (3.0) 3 (7.7)
an= 32; bn= 30; cCumulative of all available historical plasma genotypes. 
dTested retrospectively using HIV-1 DNA from peripheral blood mononuclear 
cells collected at study entry. ART = Antiretroviral therapy; PI/b = Boosted 
protease inhibitor; NRTI = Nucleos(t)ide reverse transcriptase inhibitor; 
TDF = Tenofovir disoproxil fumarate; TAF = Tenofovir alafenamide; 
3TC = Lamivudine; FTC = Emtricitabine; RAMs = Resistance-associated 
mutations; TAMs = Thymidine analogue mutations; NAM = NRTI RAM other than 
M184V/I or TAMs
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Participant ID Arm Historical RAMsa Baseline RAMsb Resistancec

TAF FTC
20, 24, 25, 40, 59, 60, 61, 64, 67, 68 IS M184V/I None No High
45, 47, 55, 62, 70d DS M184V/I None No High
14 DS M184V/I NA No High
17 IS M184V/I NA No High
21e DS M184V/I M184V No High
48 DS M184V/I M184V M184I No High
30 DS M184V/I K219N No High
54d DS M184V/I M41L D67N K70R M184V T215Y Interm. High
27 IS M41L None No No
28 DS M41L None No No
11, 36 DS M41L M41L No No
35, 39 IS M41L M41L No No
10 DS M41L M41L M184V T215Y T125N T215S Low High
71 IS D67N None No No
37d DS D67N D67N K219Q Low No
16d DS L210W K70R Low No
6d DS T215Y None Low No
56 DS T215F M184V No High
9 DS K219Q None No No
12 IS K219N None No No
43 IS K219N K219N No No
49 DS K219E K219E No No
2 IS D67N M184V/I M184V No High
65 IS D67N M184V/I D67N M184V No High
13, 15 DS K70R M184V/I None No High
23 IS K70R M184V/I None No High
26 DS K70R M184V/I M184V No High
31 DS M184V/I L210W NA No High
38 IS M184V/I T215Y None No High
58 DS M184V/I T215Y M184V T215Y No High
8, 69 DS M184V/I K219E None No High
46 DS M41L L210W NA Low No
42d IS M41L T215Y M41L M184V M184I T215Y T215D Low High
66 DS D67N K70R None Low No
51 DS D67N K219Q D67N K219Q Low No
7 DS D67N K70R M184V/I None No High
19, 53 IS M41L M184V/I T215Y None Low High
63 DS M41L M184V/I T215Y M184V Low High
33 DS M41L M184V/I T215F M184V T215F T215Y T215I T215N T215S Low High
22 DS K70R M184V/I K219E None No High
72 DS D67N K70R M184V/I D67N No High
5 DS K70E M184V/I M184V Low High
32 IS L74V/I M184V/I M184If No High
29 DS L74V/I M184V/I L74V M184V No High
34 IS L74V/I M184V/I K65R Interm. High
18 IS L74V/I M184V/I K65R L74V M184V Interm. High
50 DS M41L L74V/I M184V/I M41L No High
52 IS D67N K70E M184V/I D67N K70E M184V No High
4 DS L74V/I M184V/I K219E None No High
1 DS D67N L74V/I M184V/I T215Y None Low High
44 IS D67N L74V/I M184V/I T215Y K70Q T215Y T215C T215N T215S Interm. High
3 IS M41L L74V/I M184V/I T215Y M41L M184V T215Y T215T T215N T215S Low High

Table 2  Participant-level historical and baseline resistance data with levels of predicted resistance to TAF and FTC



Page 7 of 11Iwuji et al. Virology Journal           (2025) 22:33 

lipids after switching to B/F/TAF. Although there was a 
higher percentage increase in HDL cholesterol in the 
delayed switch arm than in the immediate switch arm, 
the percentage decrease in total cholesterol-to- HDL 
ratio was higher with B/F/TAF than bPI (-3.1% vs. -1.2%).

Other safety laboratory and clinical parameters were 
also assessed (Fig.  2b). Renal function assessed using 
the estimated glomerular filtration rate (eGFR) showed 
a slight percentage improvement on B/F/TAF with a 
decrease amongst participants remaining on bPI. At 
24 weeks, metabolic parameters assessed were more 
favourable in those continuing bPI with HbA1c, BMI 
and weight having a higher percentage increase in those 
switching to B/F/TAF. The median weight gain in the 
immediate switch arm was 2.5 kg, (IQR − 0.3 to 3.5 kg).

Discussion
In this randomised, open label study, we demonstrate 
that switching virologically suppressive bPI-based ART 
to B/F/TAF in individuals with historical NRTI resis-
tance maintained virological suppression over 48 weeks. 
The activity of B/F/TAF in the presence of the 3TC/
FTC mutation M184V/I has been confirmed by previ-
ous studies, leading to a recent update to the licensed 
indications [15]. Our study extends the previous data 
to indicate preserved activity with a history of M184V/I 
as well as other common NRTI RAMs. These included 
TAMs known to have the greatest impact on tenofovir 
susceptibility (M41L, L210W, T215Y) and the tenofovir-
associated NAMs K65R and K70E/Q [16–19]. When 
summing the historical with the baseline resistance data, 
there were 9 participants with ≥ 2 high impact TAMs; 
in addition, 6 participants had tenofovir-associated 
NAMs. All of these participants maintained virological 

Table 3  Frequencies and percentages of adverse events (AEs) and laboratory abnormalities
Immediate switch
B/F/TAF BL-W24
N = 33 (%)

Delayed switch
bPI BL-W24
N = 39 (%)

Delayed switch
B/F/TAF W24-W48
N = 39 (%)

Immediate switch B/F/TAF W24-W48
N = 33

Any AE 25 (75.8) 24 (61.5) 28 (71.8) 17 (51.5)
Drug related AE 10 (30.3) 1 (2.6) 14 (35.9) 3 (9.1)
Serious AE 0 (0.0) 1 (2.6) 0 (0.0) 0 (0.0)
Discontinuation due to AE 0 1 (2.6)$ 3 (7.7)# 1* (3.0)
AE in ≥ 5% of participants
   • Headaches 4 (12.0) 2 (5.1) 4 (10.3)
   • Hypertension 4 (12.0)
   • Anxiety 3 (9.1) 2 (5.1)
   • Low mood 2 (6.1) 2 (5.1)
   • Abnormal dreams 3 (9.1)
   • Insomnia 3 (9.1) 2 (5.1)
   • Sleep disturbance 3 (9.1)
   • Weight gain 3 (9.1) 2 (5.1) 2 (6.1)
   • Tiredness/fatigue 3 (9.1) 3 (7.7)
   • Non-diabetic hyperglycaemia 3 (7.7) 2 (5.1)
Grade 3 or 4 laboratory abnormalities
   • Amylase 1 (3.0) 0 (0.0) 0 (0.0) 0 (0.0)
   • Bilirubin 2 (6.1) 1 (2.6) 0 (0.0) 0 (0.0)
   • Total cholesterol 0 (0.0) 1 (2.6) 0 (0.0) 0 (0.0)
   • LDL cholesterol 0 (0.0) 1 (2.6) 2 (5.1) 0 (0.0)
*Discontinued due to weight gain; $Discontinued due to squamous cell carcinoma of the anus; #Three discontinuations for (i) worsening depression, (ii) weight gain 
and (iii) hypersensitivity to B/F/TAF

Participant ID Arm Historical RAMsa Baseline RAMsb Resistancec

TAF FTC
41 IS M41L L74V/I M184V/I T215Y M41L L74I M184V M184I T215Y T215N T215S Low High
57 IS K70E K70R None Low Low
aCumulative historical plasma genotypes obtained by considering all available historical resistance data; bTested retrospectively by sequencing HIV-1 DNA from 
peripheral blood mononuclear cells collected at study entry; cCumulative predicted resistance (Stanford Database algorithm v. 9.6) considering all historical NRTI 
RAMs combined with any additional NRTI RAM detected at baseline. dParticipants who discontinued the study prior to week 48 with HIV-1 RNA < 50 copies/mL; 
eParticipant with confirmed virological rebound. fOccurring in the context of hypermutation. Grey shadowing indicates fully concordant historical and baseline 
genotypic resistance patterns. DS = Delayed switch arm; IS = Immediate switch arm

Table 2  (continued) 
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suppression. Importantly, nearly all (14 of 15) partici-
pants with these resistance patterns also had a record of 
M184V/I, a mutation that reduces the resistance effects 
of TAMs, K65R and K70E/Q on tenofovir [20–22]. Fur-
thermore, although TAF and TDF have the same resis-
tance profile, in vitro studies suggest that TAF can exert 
more activity against TDF-resistant viruses with K65R 
or multiple TAMs, possibly because of high intracellu-
lar concentration [16]. These data are consistent with the 
excellent virological responses we observed after switch-
ing bPI-based ART to B/F/TAF, further strengthening the 

evidence that B/F/TAF retains activity despite the pres-
ence of relatively limited NRTI resistance [23].

We used the resistance data obtained at baseline as 
complementary to rather than as a replacement for the 
historical resistance data. We recognise that there are 
limitations with this approach. Previous studies in viro-
logically suppressed individuals generally reported fewer 
RAMs in HIV-1 DNA compared with historic plasma 
HIV-1 RNA, which is consistent with our findings [24]. 
However, the absence of historical RAMs in HIV-1 
DNA may reflect both technical and biological factors. 

Fig. 2  a. Percentage change in lipid parameters from baseline to week 24, by arm. b. Percentage change in other parameters from baseline to week 24, 
by arm
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Whereas some RAMs may not be archived, others may 
be archived but escape detection when sampling just a 
small number of circulating cells. Thus, the loss may only 
be apparent. However, archived RAMs may also truly 
disappear over time if the cells that harbour them within 
transcriptionally active provirus are targeted by an effec-
tive immune response. As we lacked the technical abil-
ity to discriminate between true and apparent loss, we 
elected to consider all detected NRTIs RAMs to estimate 
potential resistance levels [24]. Furthermore, the HIV-1 
DNA sequencing data were reported as per the labora-
tory routine diagnostic protocol applying a conservative 
frequency cut-off of 15% for reporting RAMs. This made 
the NGS methodology employed in this study similar 
to conventional Sanger sequencing in sensitivity. This 
approach limits the comparison of historical and baseline 
resistance data as RAMs present at a frequency below 
15% in the sample may have been missed.

There were no concerns related to safety and toler-
ability. More drug-related AEs were observed whilst 
participants were on B/F/TAF, with a few participants 
discontinuing the study as a result. Other open label 
studies have described higher rates of AEs in the switch 
arm when discontinuing a stable, well-tolerated regi-
men [4, 25, 26]. Although the sample size was small, we 
observed a few more AE-related discontinuations than 
observed in another open label B/F/TAF switch study 
[4]. In our study, frequently reported AEs on B/F/TAF 
were headaches, mood disorders (low mood and anxiety), 
sleep disorders (abnormal dreams, insomnia, and sleep 
disturbance) and weight gain. These AEs were more com-
mon during the first 24 weeks on B/F/TAF and did not 
appear to occur after this period except for weight gain. 
Headache was also the most frequently reported AE in 
another B/F/TAF switch study [4] and was common in 
naïve B/F/TAF studies [27, 28]. Mood and sleep disor-
ders were common in our study, but rare in other B/F/
TAF switch studies [4, 9]; however, insomnia was com-
mon in one blinded B/F/TAF naïve study [28]. Consistent 
with available evidence, we observed more weight gain in 
participants on B/F/TAF. In a metanalysis that included 
8 randomised trials of individuals initiating ART, par-
ticipants on dolutegravir- and bictegravir-based regimen 
and those receiving TAF experienced the most weight 
gain [29]. Current evidence suggests that the weight gain 
observed when an INSTI is prescribed together with 
TAF is higher than when either agent is prescribed sepa-
rately [30, 31]. Nonetheless, just over half of participants 
in our study discontinued a TDF-based regimen to start 
B/F/TAF, thus removing the relative weight suppressive 
effect of TDF [32–35]. Other data suggest a weight-inhib-
iting effect of TDF that is eliminated when participants 
switched off TDF [36].

After a switch to B/F/TAF, lipid parameters improved, 
with decreases in total cholesterol, non-HDL cholesterol 
and triglycerides. Although the delayed switch arm had 
higher HDL cholesterol, the ratio of total cholesterol to 
HDL was lower for B/F/TAF. Other studies have shown 
that participants on a INSTI containing regimen, includ-
ing B/F/TAF have lower incidence of dyslipidaemia com-
pared to being on a bPI [37, 38]. The improvement in 
lipid profile could contribute to reducing cardiovascular 
disease risk in those on INSTI containing regimen [39].

There was no decrease in estimated glomerular filtra-
tion rate on B/F/TAF and no cases of proximal tubu-
lopathy were reported. This was expected based on the 
reported renal advantages of TAF- over TDF-based regi-
mens [4, 9, 40–42]. An increase in HbA1c from baseline 
was observed in PIBIK. In Switch studies of B/F/TAF, 
frequency of hyperglycaemia was higher in the B/F/TAF 
than comparator regimen [4, 9]. The participants in these 
switch studies were much younger than the aging HIV 
cohort which has an average age of greater than 50 years 
[4, 9]. A large observational study found an increased risk 
of diabetes/hyperglycaemia when comparing individuals 
who initiated an INSTI-based vs. non-INSTI-based regi-
mens [43]. In the ADVANCE study, a regimen contain-
ing TAF and DTG was associated with an increased risk 
of type 2 diabetes using a predictive tool that is not vali-
dated for people with HIV and black African population 
[44]. Well conducted large observational studies in real 
life cohorts with long-term follow up will be required to 
robustly investigate whether and which INSTI and com-
bination ART are associated with hyperglycaemia.

There are limitations to this study. Recruitment to 
the study was negatively impacted by the COVID-19 
pandemic resulting in recruitment of 72 of the original 
intended sample size of 100 patients. A few patients in 
the delayed switch arm experienced delay in switching 
to B/F/TAF. However, we were able to implement pro-
cedures that allowed safe monitoring of patients without 
compromising the quality of the study.

In summary, the PIBIK study demonstrated that effi-
cacy was maintained in the presence of relatively limited 
NRTI resistance other than M184V/I when individuals 
suppressed on a bPI regimen were switched to B/F/TAF. 
The regimen was safe and generally well tolerated in this 
small study. Carefully assessing the efficacy of B/F/TAF 
in individuals with more extensive NRTI resistance is 
warranted.

Abbreviations
RAMS	� Resistance Associated Mutations
bPI	� Boosted Protease Inhibitor
B/F/TAF	� Bictegravir/Emtricitabine/Tenofovir alafenamide
TAMS	� Thymidine Analogue Mutations
NRTI	� Nucleoside Reverse Transcriptase Inhibitors
NAMS	� Nucleoside Analogue Mutations
INSTI	� Integrase Strand Transfer Inhibitors



Page 10 of 11Iwuji et al. Virology Journal           (2025) 22:33 

3TC	� Lamivudine
FTC	� Emtricitabine
ART	� Antiretroviral Therapy
PVR	� Pure Virologic Response
TDF	� Tenofovir Disoproxil Fumarate
DS	� Delayed Switch
IS	� Immediate Switch
eGFR	� Estimated Glomerular Filtration Rate
BMI	� Body Mass Index
HDL	� High Density Lipoprotein
LDL	� Low Density Lipoprotein
TG	� Triglycerides
TC	� Total Cholesterol

Acknowledgements
The study team would like to thank Dr Chris Jones for his assistance with 
developing Fig. 2.

Author contributions
C.I conceived the study and drafted the manuscript. D.C, C.O, L.W, S.B, N.P, 
A.M.G. contributed to the design of the study and assisted in drafting the 
manuscript. C.B. developed the data management plan and data collection 
tools for the study and assisted in drafting the manuscript. S.B and C.I carried 
out the statistical analysis. Y.T. and N.D. were responsible for the coordination 
of the study. C.I. obtained funding for the study. All authors have read the final 
manuscript and give approval for it to be published.

Funding
This work was supported by an investigator award from Gilead Sciences 
(IN-UK-380-5352).

Data availability
The data that support the findings of this study are not openly available due 
to reasons of sensitivity and are available from the corresponding author upon 
reasonable request.

Declarations

Ethics approval and consent to participate
The study was approved by the National Health Service Research Ethics 
Committee and the Health Research Authority (Ref: 19/LO/0905). Clinical 
Trial Authorisation was granted by the Medicine and Healthcare Products 
Regulatory Agency. All participants provided written informed consent prior 
to enrolment in the trial.

Consent for publication
Not applicable.

Competing interests
C.I has received honoraria, support to attend conferences and research 
funding (paid to university of Sussex) from Gilead Sciences. AMG: reports 
personal fees from Abbott, Gilead, GSK, MSD, Roche, ViiV and research funding 
(to institution) from Gilead, Roche, ViiV. FP reports personal fees from Gilead 
Sciences, ViiV Healthcare/GlaxoSmithKline and MSD, and grants from Gilead 
Sciences, ViiV Healthcare/GlaxoSmithKline and MSD. LW has received speaker 
or advisory fees from ViiV, Janssen & Merck. She is an investigator on trials 
sponsored by Gilead, ViiV and Merck. C.O has received grants to her institution 
from Gilead, MSD ViiV, Janssen, Astra Zeneca. Travel Grants, honoraria and 
lecture fees from Gilead, MSD ViiV, Janssen, Bavarian nordic. J.F has received 
research grant from GSK paid to her institution and honorarium paid to her by 
ABBVIE.D.C; S.B; Y.T; N.D; C.B; Y.T; N.P: No conflict of interest to declare.

Author details
1Department of Global Health and Infection, Brighton and Sussex Medical 
School, University of Sussex, Falmer, Brighton, UK
2Africa Health Research Institute, KwaZulu-Natal, South Africa
3The Mortimer Market Centre, Central and Northwest London NHS 
Foundation Trust, London, UK
4Chelsea and Westminster Hospital NHS Foundation Trust, London, UK
5Blizard Institute, Faculty of Medicine and Dentistry, Queen Mary 
University of London, London, UK

6Barts Health NHS Trust, London, UK
7Guy’s and St Thomas’ NHS Foundation Trust, London, UK
8King’s College Hospital NHS Foundation Trust, London, UK
9University Hospitals Sussex NHS Foundation Trust, London, UK
10Brighton & Sussex Clinical Trials Unit, University of Sussex, Brighton, UK
11Department of Primary Care and Public Health, Brighton and Sussex 
Medical School, University of Sussex, Brighton, UK
12Department of Systems Medicine, University of Rome Tor Vergata, 
Rome, Italy
13Royal Free London NHS Foundation Trust - North Mid, London, UK
14School of Immunity & Microbial Sciences, King’s College London, 
London, UK

Received: 11 October 2024 / Accepted: 31 January 2025

References
1.	 Sigaloff KC, Hamers RL, Wallis CL, Kityo C, Siwale M, Ive P, et al. Second-line 

antiretroviral treatment successfully resuppresses drug-resistant HIV-1 
after first-line failure: prospective cohort in Sub-saharan Africa. J Infect Dis. 
2012;205(11):1739–44.

2.	 Stockdale AJ, Saunders MJ, Boyd MA, Bonnett LJ, Johnston V, Wandeler G, 
et al. Effectiveness of Protease Inhibitor/Nucleos(t)ide reverse transcriptase 
inhibitor-based second-line antiretroviral therapy for the Treatment of 
Human Immunodeficiency Virus Type 1 infection in Sub-saharan Africa: a 
systematic review and Meta-analysis. Clin Infect Dis. 2018;66(12):1846–57.

3.	 Eron JJ, Young B, Cooper DA, Youle M, Dejesus E, Andrade-Villanueva J, et al. 
Switch to a raltegravir-based regimen versus continuation of a lopinavir-rito-
navir-based regimen in stable HIV-infected patients with suppressed viraemia 
(SWITCHMRK 1 and 2): two multicentre, double-blind, randomised controlled 
trials. Lancet. 2010;375(9712):396–407.

4.	 Daar ES, DeJesus E, Ruane P, Crofoot G, Oguchi G, Creticos C, et al. Efficacy 
and safety of switching to fixed-dose bictegravir, emtricitabine, and tenofovir 
alafenamide from boosted protease inhibitor-based regimens in virologically 
suppressed adults with HIV-1: 48 week results of a randomised, open-label, 
multicentre, phase 3, non-inferiority trial. Lancet HIV. 2018;5(7):e347–56.

5.	 Gatell JM, Assoumou L, Moyle G, Waters L, Johnson M, Domingo P, et al. 
Switching from a ritonavir-boosted protease inhibitor to a dolutegravir-based 
regimen for maintenance of HIV viral suppression in patients with high 
cardiovascular risk. AIDS. 2017;31(18):2503–14.

6.	 Aboud M, Kaplan R, Lombaard J, Zhang F, Hidalgo JA, Mamedova E, et al. 
Dolutegravir versus ritonavir-boosted lopinavir both with dual nucleoside 
reverse transcriptase inhibitor therapy in adults with HIV-1 infection in whom 
first-line therapy has failed (DAWNING): an open-label, non-inferiority, phase 
3b trial. Lancet Infect Dis. 2019;19(3):253–64.

7.	 Paton NI, Musaazi J, Kityo C, Walimbwa S, Hoppe A, Balyegisawa A, et al. Effi-
cacy and safety of dolutegravir or darunavir in combination with lamivudine 
plus either zidovudine or tenofovir for second-line treatment of HIV infection 
(NADIA): week 96 results from a prospective, multicentre, open-label, facto-
rial, randomised, non-inferiority trial. Lancet HIV. 2022;9(6):e381–93.

8.	 Loosli T, Hossmann S, Ingle SM, Okhai H, Kusejko K, Mouton J, et al. HIV-1 drug 
resistance in people on dolutegravir-based antiretroviral therapy: a collabora-
tive cohort analysis. Lancet HIV. 2023;10(11):e733–41.

9.	 Molina JM, Ward D, Brar I, Mills A, Stellbrink HJ, Lopez-Cortes L, et al. Switch-
ing to fixed-dose bictegravir, emtricitabine, and tenofovir alafenamide from 
dolutegravir plus abacavir and lamivudine in virologically suppressed adults 
with HIV-1: 48 week results of a randomised, double-blind, multicentre, 
active-controlled, phase 3, non-inferiority trial. Lancet HIV. 2018;5(7):e357–65.

10.	 Andreatta K, Willkom M, Martin R, Chang S, Wei L, Liu H, et al. Switching 
to bictegravir/emtricitabine/tenofovir alafenamide maintained HIV-1 RNA 
suppression in participants with archived antiretroviral resistance including 
M184V/I. J Antimicrob Chemother. 2019;74(12):3555–64.

11.	 Iwuji CC, Churchill D, Bremner S, Perry N, To Y, Lambert D, et al. A phase IV 
randomised, open-label pilot study to evaluate switching from protease-
inhibitor based regimen to Bictegravir/Emtricitabine/Tenofovir Alafenamide 
single tablet regimen in integrase inhibitor-naive, virologically suppressed 
HIV-1 infected adults harbouring drug resistance mutations (PIBIK study): 
study protocol for a randomised trial. BMC Infect Dis. 2020;20(1):524.

12.	 Perez-Valero I, Llibre JM, Castagna A, Pulido F, Molina JM, Esser S, et al. 
Switching to Elvitegravir/Cobicistat/Emtricitabine/Tenofovir Alafenamide 



Page 11 of 11Iwuji et al. Virology Journal           (2025) 22:33 

in adults with HIV and M184V/I mutation. J Acquir Immune Defic Syndr. 
2021;86(4):490–5.

13.	 Sealed Envelope Ltd. 2012. Power calculator for binary outcome non-inferior-
ity trial. [cited 2024 24 Jan,]. Available from: ​h​t​t​p​s​:​​​/​​/​w​w​​w​.​​s​e​a​​l​e​d​e​​n​v​e​​l​o​​p​​e​.​​c​​o​m​​
/​p​o​​w​​e​​r​/​b​i​n​​a​r​y​-​n​o​n​i​n​f​e​r​i​o​r

14.	 Piaggio G, Elbourne DR, Pocock SJ, Evans SJ, Altman DG, Group C. Reporting 
of noninferiority and equivalence randomized trials: extension of the CON-
SORT 2010 statement. JAMA: J Am Med Association. 2012;308(24):2594–604.

15.	 U.S. FDA Approves Expanded Indication for Gilead’s Biktarvy® to Treat People 
with HIV with Suppressed Viral Loads, Pre-existing Resistance [press release]. 
26 Feb 2024.

16.	 Miller MD. K65R, TAMs and tenofovir. AIDS Rev. 2004;6(1):22–33.
17.	 Margot NA, Johnson A, Miller MD, Callebaut C. Characterization of HIV-1 

resistance to Tenofovir Alafenamide in Vitro. Antimicrob Agents Chemother. 
2015;59(10):5917–24.

18.	 McColl DJ, Margot NA, Wulfsohn M, Coakley DF, Cheng AK, Miller MD. Pat-
terns of resistance emerging in HIV-1 from antiretroviral-experienced patients 
undergoing intensification therapy with tenofovir disoproxil fumarate. J 
Acquir Immune Defic Syndr. 2004;37(3):1340–50.

19.	 McColl DJ, Miller MD. The use of tenofovir disoproxil fumarate for the 
treatment of nucleoside-resistant HIV-1. J Antimicrob Chemother. 
2003;51(2):219–23.

20.	 Ly JK, Margot NA, MacArthur HL, Hung M, Miller MD, White KL. The balance 
between NRTI discrimination and excision drives the susceptibility of HIV-1 
RT mutants K65R, M184V and K65r + M184V. Antiviral chemistry & chemother-
apy. 2007;18(6):307–16.

21.	 Miller MD, Margot N, Lu B, Zhong L, Chen SS, Cheng A, et al. Genotypic and 
phenotypic predictors of the magnitude of response to tenofovir disoproxil 
fumarate treatment in antiretroviral-experienced patients. J Infect Dis. 
2004;189(5):837–46.

22.	 White KL, Margot NA, Wrin T, Petropoulos CJ, Miller MD, Naeger LK. Molecular 
mechanisms of resistance to human immunodeficiency virus type 1 with 
reverse transcriptase mutations K65R and K65R + M184V and their effects 
on enzyme function and viral replication capacity. Antimicrob Agents Che-
mother. 2002;46(11):3437–46.

23.	 Acosta RK, Willkom M, Martin R, Chang S, Wei X, Garner W et al. Resistance 
Analysis of Bictegravir-Emtricitabine-Tenofovir Alafenamide in HIV-1 
treatment-naive patients through 48 weeks. Antimicrob Agents Chemother. 
2019;63(5).

24.	 Geretti AM, Blanco JL, Marcelin AG, Perno CF, Stellbrink HJ, Turner D, et al. HIV 
DNA sequencing to detect archived antiretroviral drug resistance. Infect Dis 
Ther. 2022;11(5):1793–803.

25.	 Trottier B, Lake JE, Logue K, Brinson C, Santiago L, Brennan C, et al. Dolute-
gravir/abacavir/lamivudine versus current ART in virally suppressed patients 
(STRIIVING): a 48-week, randomized, non-inferiority, open-label, phase IIIb 
study. Antivir Ther. 2017;22(4):295–305.

26.	 Palella FJ Jr., Fisher M, Tebas P, Gazzard B, Ruane P, Van Lunzen J, et al. 
Simplification to rilpivirine/emtricitabine/tenofovir disoproxil fumarate from 
ritonavir-boosted protease inhibitor antiretroviral therapy in a randomized 
trial of HIV-1 RNA-suppressed participants. AIDS. 2014;28(3):335–44.

27.	 Stellbrink HJ, Arribas JR, Stephens JL, Albrecht H, Sax PE, Maggiolo F, et al. 
Co-formulated bictegravir, emtricitabine, and tenofovir alafenamide versus 
dolutegravir with emtricitabine and tenofovir alafenamide for initial treat-
ment of HIV-1 infection: week 96 results from a randomised, double-blind, 
multicentre, phase 3, non-inferiority trial. Lancet HIV. 2019;6(6):e364–72.

28.	 Gallant J, Lazzarin A, Mills A, Orkin C, Podzamczer D, Tebas P, et al. Bictegra-
vir, emtricitabine, and tenofovir alafenamide versus dolutegravir, abacavir, 
and lamivudine for initial treatment of HIV-1 infection (GS-US-380-1489): a 
double-blind, multicentre, phase 3, randomised controlled non-inferiority 
trial. Lancet. 2017;390(10107):2063–72.

29.	 Sax PE, Erlandson KM, Lake JE, McComsey GA, Orkin C, Esser S, et al. Weight 
Gain following initiation of antiretroviral therapy: risk factors in Randomized 
comparative clinical trials. Clinical infectious diseases: an official publication 
of the Infectious Diseases Society of America; 2019.

30.	 Venter WDF, Moorhouse M, Sokhela S, Fairlie L, Mashabane N, Masenya M, et 
al. Dolutegravir plus two different prodrugs of Tenofovir to treat HIV. N Engl J 
Med. 2019;381(9):803–15.

31.	 Bansi-Matharu L, Phillips A, Oprea C, Grabmeier-Pfistershammer K, Gunthard 
HF, De Wit S, et al. Contemporary antiretrovirals and body-mass index: 
a prospective study of the RESPOND cohort consortium. Lancet HIV. 
2021;8(11):e711–22.

32.	 Sax PE, Rockstroh JK, Luetkemeyer AF, Yazdanpanah Y, Ward D, Trottier B, et al. 
Switching to Bictegravir, Emtricitabine, and Tenofovir Alafenamide in Virologi-
cally suppressed adults with Human Immunodeficiency Virus. Clin Infect 
Diseases: Official Publication Infect Dis Soc Am. 2021;73(2):e485–93.

33.	 Glidden DV, Mulligan K, McMahan V, Anderson PL, Guanira J, Chariyalertsak 
S, et al. Metabolic effects of Preexposure Prophylaxis with Coformulated 
Tenofovir Disoproxil Fumarate and Emtricitabine. Clin Infect Diseases: Official 
Publication Infect Dis Soc Am. 2018;67(3):411–9.

34.	 Grant RM, Lama JR, Anderson PL, McMahan V, Liu AY, Vargas L, et al. Preexpo-
sure Chemoprophylaxis for HIV prevention in men who have sex with men. N 
Engl J Med. 2010;363(27):2587–99.

35.	 Mayer KH, Molina JM, Thompson MA, Anderson PL, Mounzer KC, De Wet JJ, 
et al. Emtricitabine and tenofovir alafenamide vs emtricitabine and tenofovir 
disoproxil fumarate for HIV pre-exposure prophylaxis (DISCOVER): primary 
results from a randomised, double-blind, multicentre, active-controlled, 
phase 3, non-inferiority trial. Lancet. 2020;396(10246):239–54.

36.	 Wood BR, Huhn GD. Excess weight gain with integrase inhibitors and Teno-
fovir Alafenamide: what is the mechanism and does it Matter? Open Forum 
Infect Dis. 2021;8(12):ofab542.

37.	 The RSG. Incidence of dyslipidemia in people with HIV who are treated 
with integrase inhibitors versus other antiretroviral agents. AIDS. 
2021;35(6):869–82.

38.	 Rockstroh JK, Molina JM, Post F, Fox J, Koenig E, Daar ES, et al. editors. 
Long-term Follow-Up after a switch to Bictegravir, Emtricitabine, Tenofovir 
Alafenamide (B/F/TAF) from a boosted protease inhibitor-based Regimen 
{p036]. HIV Glasgow; 2020 October. pp. 5–8.

39.	 O’Halloran JA, Sahrmann J, Butler AM, Olsen MA, Powderly WG. Brief Report: 
Integrase Strand Transfer Inhibitors Are Associated With Lower Risk of 
Incident Cardiovascular Disease in People Living With HIV. Journal of acquired 
immune deficiency syndromes (1999). 2020;84(4):396–9.

40.	 Hagins D, Kumar P, Saag M, Wurapa AK, Brar I, Berger D et al. Switching to 
Bictegravir/Emtricitabine/Tenofovir Alafenamide in Black Americans With 
HIV-1: A Randomized Phase 3b, Multicenter, Open-Label Study. Journal of 
acquired immune deficiency syndromes (1999). 2021;88(1):86–95.

41.	 Mills A, Arribas JR, Andrade-Villanueva J, DiPerri G, Van Lunzen J, Koenig E, 
et al. Switching from tenofovir disoproxil fumarate to tenofovir alafenamide 
in antiretroviral regimens for virologically suppressed adults with HIV-1 
infection: a randomised, active-controlled, multicentre, open-label, phase 3, 
non-inferiority study. Lancet Infect Dis. 2016;16(1):43–52.

42.	 Gupta SK, Post FA, Arribas JR, Eron JJ Jr., Wohl DA, Clarke AE, et al. Renal safety 
of tenofovir alafenamide vs. tenofovir disoproxil fumarate: a pooled analysis 
of 26 clinical trials. AIDS. 2019;33(9):1455–65.

43.	 O’Halloran JA, Sahrmann J, Parra-Rodriguez L, Vo DT, Butler AM, Olsen MA, et 
al. Integrase strand transfer inhibitors are Associated With Incident Diabetes 
Mellitus in People with Human Immunodeficiency Virus. Clin Infect Diseases: 
Official Publication Infect Dis Soc Am. 2022;75(12):2060–5.

44.	 McCann K, Shah S, Hindley L, Hill A, Qavi A, Simmons B, et al. Implications of 
weight gain with newer anti-retrovirals: 10-year predictions of cardiovascular 
disease and diabetes. AIDS. 2021;35(10):1657–65.

Publisher’s note
Springer Nature remains neutral with regard to jurisdictional claims in 
published maps and institutional affiliations.

https://www.sealedenvelope.com/power/binary-noninferior
https://www.sealedenvelope.com/power/binary-noninferior

	﻿Outcomes of switching from protease inhibitor-based antiretroviral therapy to bictegravir/emtricitabine/tenofovir alafenamide (B/F/TAF) in virologically suppressed adults with nucleos(t)ide analogue resistance– a phase IV randomised, open-label study (PI
	﻿Abstract
	﻿Background
	﻿Methods
	﻿Study design and participants
	﻿Randomisation and masking
	﻿Procedures
	﻿Outcomes
	﻿Sample size
	﻿Statistical analysis

	﻿Results
	﻿Historical and baseline resistance
	﻿Efficacy
	﻿Safety and tolerability

	﻿Discussion
	﻿References


